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I. TEN THUOC:
RUPATROL _
2. CAC DAUHIEU LUU Y VA KHUYEN CAO KHI DUNG THUOC:

. Dé xa tam tay tré em.

. Doc ky huedng dan su dung thuoce truce khi dimg.

. Thong bdo ngay cho héc s hodc dirge sTnhitng tdc dung khong mong muon gap phai khi su dung
thuéc.

3.  THANH PHAN CONG THUC THUOC:
Thanh phén hoat chat:

Rupatadine Fumarate 12.8 mg
tuong duong Rupatadine 10 mg

Thanh phén ta dugc: Starch Pregelatinised (Starch 1500), Lactose Monohvdrate, Microcrystalline
Cellulose (Avicel PH 101), Magnesium Stearate.

DANG BAO CHE:
Vién nén
M& ti san pham: o
Vién nén khong bao mau trang dén trang nga. hinh tron. tron ca hai mat vién, thanh canh vién
lanh lan.
4. CHI DINH:
iéu tri triéu chimg viém mii di tmg va may day ¢ ngudi 16n va thanh thiéu nién (trén 12 tuoi).

CACH DUNG, LIEU DUNG:

h

Nguwdi Ion va thanh thiéu nién (trén 12 tubi)

Liéu khuyén ¢do 1a 10 mg (mét vién) mot lin mot ngay. Dung chung vdi bia an hoac khong.
Tré em

Vién nén Rupatrol 10mg khong duoe khuyén céo su dung cho tré em dudi 12 wdi. O tre em tir

2 dén 11 tuoi, khuyén cao sir dung rupatading 1 mg/ml dung dich uong.
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Péi twong khic

Nguoi cao tudi: Rupatadine nén dugc sir dung than trong.
Bénh nhéan suy than hodc gan: Vi khong co6 kinh nghiém lam sang. hién khong duge khuy én cio
sir dung Rupatrol o nhimg bénh nhan nay.

6. CHONG CHI DINH:
Qua man voi hoat chét va cac thanh phan ta dugc.

7. CANH BAO VA THAN TRONG KHI DUNG THUOC:
Khong khuyén cdo sir dung rupatadine v&i nude buai (xem phan 10).
Nén tranh két hop rupatadine voi cc chat te ché CYP3A4 manh va vé6i céc chat tc ché
CYP3A4 vira phai nén dung than trong (xem phﬁn 10).
C6 thé can diéu chinh liéu lugng chat nén CYP3A4 nhay cam (vi du simvastatin, lovastatin) va
chat nén CYP3A4 ¢6 chi sé diéu tri hep (vi dy: ciclosporin, tacrolimus, sirolimus, everolimus,

cisapride) vi rupatadine c6 thé lam tang nong do trong huyct twong cua cac thude nay (xem

L | =
phan 10). 34042

Tinh an toan trén tim cua rupatadine dd dugc danh gid trong mot hg]iién ctru QT / QTc ki ING
ludng. Rupatadine gp 10 lan liéu diéu tri khong tao ra bét ky tac dung ndo trén dién tam do va, my
do do khong lam tang lo ngai vé an toan tim mach. Tuy nhién, nén str dung rupatadine mot cach . iTI
than trong cho nhiing bénh nhan da biét kéo dai khoang QT. nhitng bénh nhan bj ha kali mau Z
khong diéu chinh duge, nhimg bénh nhén ¢6 tinh trang loan nhip lién tuc. chang han nhu nhip
tim chm ¢6 y nghia 1am sang. thiéu mau cyc bd co tim cap tinh.
Rupatadine 10 mg Tablets nén dugc st dung than trong cho bénh nhén cao tudi (65 tudi tro
[én). Mac du khong co su khac biét téng thé vé hiéu qua hoac do an toan dugc quan sat thay
trong cac thir nghiém lam sang, nhung khong thé loai trir 40 nhay cao hon & mot s ngudi 1on
tudi do s luong bénh nhan cao tudi diang ky tham gia thap (xem phén 12).
V& viée str dung & tré em dudi 12 tudi va bénh nhan suy than hoac gan, xem phan 5.
Do su hién dién ctia monohydrat lactose trong vién nén 10 mg rupatadine. nhimg bénh nhéan co
vén dé di truyén hiém gap vé khong dung nap galactose. thiéu hut lactase toan phan hogc kém
hip thu glucose-galactose khong nén ding thude nay. '

8. SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU
Thai ky
Co rat it dir liéu vé viéc sur dung rupatadine o phu nir ¢6 thai. Cac nghién ctru trén dong vit
khong chi ra tac hai truc tiép hodc gian tiép doi voi thai nghén, su phat trién phdi thai / bao thai,
sinh con hodc su phat trién sau khi sinh. Nhu mgt bién phap phong ngira. t6t nhat 1a tranh su

dung rupatadine trong thoi ky mang thai.
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10.

Cho con b

Rupatadine dugc bai tiét qua sira dong vat. Nguoi ta chua biét lidu rupatadine c6 duge bai tiét
vao sita me hay khong. Phai dua ra quyét dinh c6 nén ngimg cho con bu hodc ngimg / giam
diéu tri bang rupatadine cé tinh dén loi ich cua viée cho con bu d6i véi dua tré va loi ich cua
liéu phap diéu tri ddi véi nguoi me.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Rupatadine 10 mg khong anh huong dén kha nang ldi xe va sir dung may moc. Tuy nhién, nén
can than trude khi l4i xe hodc st dung may moc cho dén khi phan tng clia bénh nhén véi
rupatadine dugc bao cdo.

TUONG TAC, TUONG KY CUA THUOC:

Nghién ciru twong tac chi duge thue hién ¢ nguoi lon va thanh thiéu nién (trén 12 tudi) voi vién
nén 10 mg rupatadine.

Anh hudng cua cac loai thube khac déi vai rupatadine

Nén tranh ding dong thoi voi cac chit e ché CYP3A4 manh (vi du: itraconazole,

ketoconazole, voriconazole, posaconazole, chat tc ché protease HIV. clarithromycin,

(erythromycin, fluconazole, diltiazem).

Viéc dung dong thoi rupatadine 20 mg va ketoconazole hodc erythromycin lam tang muc dé
tiép xtic toan than véi rupatadine lan luot 10 lan va 2-3 lan. Nhimng thay déi nay khong lién
quan dén anh huong dén khoang QT hodc véi su gia tang caé phan i'r:'fg ¢6 hai so voi cac thude
khi dung riéng r€.

Tuong tac véi budi: Udng dong thoi véi nude buai lam ting 3.5 1an mie phoi nhiém toan théan
ctia rupatadine. Nude budi khong nén udng dong thoi.

Arih hudng cua rupatadine di voi cac loai thube khac

Than trong khi dung chung rupatadine véi céc thude da chuyén hoa khéc ¢ gioi han didu tri
hep vi kién thire vé tac dung ctia rupatadine ddi vai cac thude khdc con han ché.

Tuong tac véi rugu: Sau khi udng rugu, lidu 10 mg rupatadine tao ra cac tac dung phu trong
mot s6 thir nghiém hoat dong tim thin van dong méc du chung khong khac biét déng ké so voi
chi gay ra khi udng rugu. Lidu 20 mg lam ting su suy giam do uong nhiéu ruou.

Tuong tac voi thude e ché than kinh trung wong: Ciing nhu cac thude khang histamine khac,
khong thé loai trir tuong tac véi thude tre ché than kinh trung wong

Tuong tac véi statin: Tang CPK khong co triéu ching da dugce bdo cdo khong pho bién trong
cac thir nghiém lam sang vai rupatadine. Nguy co tuong tic Vi statin, mot so trong sd do ciing
dugce chuyén hoa baoi isoenzyme cytochrome P450 CYP3A4, chua duoc biét 6. Vi nhirng ly do

nay, nén than trong khi str dung rupatadine khi dung chung vi statin.
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Tuong tac voi midazolam: Sau khi dung 10 mg rupatadine két hop voi 7.5 mg midazolam, su

gia tang tiép xtc (Cmax va AUC) cua midazolam cao hon mot cach nhe nhang. Vi ly do nay,
rupatadine hoat dong nhu mét chét e ché nhe CYP3A4.
Do khong ¢6 cac nghién ciru vé tinh tuong ky cua thude, khong tron 1an thude nay véi cae thude
khac.

11. TAC DUNG KHONG MONG MUON CUA THUOC:
Vién nén Rupatadine 10 mg da duge st dung cho hon 2043 bénh nhan nguoi 16n va thanh thiéu
nién trong cdc nghién ctru 1am sang, 120 nguoi trong s6 ho da dung rupatadine trong it nht 1
nam.
Céc phan tmg c¢6 hai thuong gip nhat trong cac nghién ctru 1am sang ¢6 dbi ching 1a budn ngu
(9.4%). nhure dau (6,9%), mét moi (3.1%). suy nhuoce (1,5%), kho miéng (1.2%) va chong mat
(1,03%).
Phan Ién cac phan Gmg c¢6 hai duge quan sat trong cac thir nghiém 1am sang & mirc do nhe dén
trung binh va ching thuong khong yéu cau ngimg diéu tri.
Céc tan sb cua phan tmg c6 hai dugc 4n dinh nhu sau:
» Pho bién (> 1/100 dén <1/10)
» Khong pho bién (> 1/1000 dén <1/100)
« Hiém (>1/10.000 d&én <1/ 1.000)

Téan suat cua cac phan g co6 hai duge bao cdo ¢ nhitng bénh nhan duge diéu trj bang vién nén

rupatadine 10 mg trong céac thur nghiém lam sang va bao cao tu phat nhu sau:

Phén loai b phan h¢ théng  Pho bién Khong phé bién
(H§ thong co the) (2 17100 to < 1/10) |(= 1/1000 to < 1/100)
Nhiém trung va nhiélp doc | Viém hong hat, viém m{i
Réi loan chuyén héa va dinh sz"mg cam giac thém an
dudng RO S
R&i loan hé than kinh Chong mat, dau. . R&i loan sur chi ¢
______ _ : day, {tnos o
Réi loan ho hip, 16ng nguc va Ho
trung that C6 hong kho

Chay mau cam
Khé mii

Réi loan tidu hoa Khé miéng Dau bung

Pau bung trén
Bénh tiéu chay
Roi loan tiéu hoa
Budn non

NoOn mua

Tao hon

Réi loan da va mé dudi da -~ |Phétban
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R&i loan co xwong, mé lién két . Dau khop
va xuong DPau lung

bau co
Réi loan chung Suy nhuoc Kho chiu

Mét moi Sot :

'Khat nude

[Cau gat
Xét nghiém 'Enzyme AST tdng

Enzyme ALT tang

Tang Creatine Phosphokinase trong
mau

Kiém tra chirc ning gan bat thudng
Tang can

Nhip tim nhanh va dénh tréng nguc va phan tmg qua man (bao gdm phan tmg phan vé, phu
mach va ndi mé day) da duoc bdo cdo trong kinh nghiém sau khi luu hanh véi vién nén
rupatadine 10 mg.

QUA LIEU VA CACH XU TRi:

Khong c6 truong hop qua lidu di duoc bdo cdo. Trong mot nghién cliru an toan lam sang,
rupatadine & liéu hang ngay cia tong liéu 100 mg trong 6 ngay duge dung nap tot. Phan tmg bat
lgi pho bién nhat 1a budn ngi. Néu vo tinh udng phai lidu rit' cao Ka), ra thi nén diéu tri triéu
chimg cling vai cac bién phap ho tro can thiét.

PAC TINH DUQC LU'C HQC:

Nhom duge 1y: thude khang histamine khac dung toan than. ma ATC: RO6A X28.

Rupatadine 12 thuéce khang histamine thé hé thu hai, doi khang histamine tac dung kéo dai. véi
hoat tinh déi khang thu thé H1 ngoai vi ¢é chon loc. Mot sb chat chuyén hoa (desloratadine va
cic chat chuyén hoa hydroxyl hoa cua no) van gitr duge hoat tinh khang histaminic va co thé
g6p phan mot phan vao hiéu qua tong thé cta thude.

Céc nghién ctu in vitro voi rupatadine & ndng do cao da cho thdy tre ché sy suy giam cua té bao
mast do cdc kich thich mién dich va khong mién dich cling nhu giai phong céac cytokine, dic
biét 1a TNFa trong té bao mast va bach cau don nhan. Su lién quan vé mat lam sang cua cac dir
liéu thuc nghiém quan sat duge van con duoe xac nhan.

Céc thu nghiém lam sang & ngudi tinh nguyén (n = 393) va bénh nhan (n = 2650) bi viém mii
di img va may day tu phat man tinh khéng cho thdy tic dgng'déng ké trén dién tam do khi dung
rupatadine véi lidu tir 2 mg dén 100 mg.

Mé day tu phat man tinh duoc nghién ctru nhu mét mo hinh 1dm sang cho céc tinh trang néi mé
day. vi sinh ly bénh co ban 1a tuong tu nhau, bat ké nguyén nhan gay bénh, va vi bénh nhén
man tinh cé thé dé dang duoc diéu tri tich cuc hon. Vi sy giai phong histamine la mot yéu t6

nguyén nhén trong tat ca cdc bénh n6éi me day, nén rupatadine dugc ky vong sé& ¢6 hiéu qua
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trong viéc giam triéu ching dbi véi cac tinh trang n6i mé day khéac, ngoai bénh mé day tu phat
man tinh, nhu da duge khuyén cédo trong huéng dan lam sang.

Trong mot thir nghiém c6 doi chimg véi gia duge o bénh nhan mé day vo can man tinh,
rupatadine c6 hi¢u qua lam giam diém ngira trung binh so v&i ban dau trong thoi gian dicu tri 4
tudn (thay ddi so v&i ban dau: rupatadine 57.5%, gia dugc 44.9%) va giam s6 lan kho khé trung
binh ( 54.3% so v6i 39.7%).

PAC TINH DUQC PONG HQC:

Hép thu va sinh kha dung

Rupatadine duoc héap thu nhanh chong sau khi udng, voi tmax khoang 0.75 gio sau khi ubng.
Cmax trung binh 1a 2,6 ng/ml sau mot lidu udng 10 mg va 4.6 ng/ml sau mot liéu udng 20 mg.
Duoc dong hoe cua rupatadine 1a tuyén tinh doi vai liéu tir 10 dén 20 mg sau khi ding liéu don
va liéu lap lai. Sau liéu 10 mg x | lan/ngay trong 7 ngay, Cmax trung binh la 3.8 ng_.fm.!. Nong
do trong huyét tuong theo sau giam theo cip s nhan voi thoi gian ban thai trung binh 14 5.9
gior. Ty 18 gén két cua rupatadine voi protein huyét tuong 1 98.5-99%.

Vi rlupatadine chua bao gior duoe sir dung cho ngudi biang duomg tiém tinh mach, khong ¢6 dir
liéu nao vé sinh kha dung tuyét ddi cua no.

Anh huong cua viée hap thu thuc an

An vao lam tang khoang 23% phoi nhiém toan than (AUC) v6i rupatadine. Su tiép xtc vai mot
trong cac chat chuyén hoa ¢é hoat tinh cua n6 va chit chuyén hoa chinh khong hoat dong trén
thue té la nhu nhau (giam khoang 5% va 3% tuong tmg). Thoi gian dé dat duge ndng do 161 da
trong huyét tuong (tmax) cua rupatadine bi cham lai 1 gid. Nong do t6i da trong huyét tuong
(Cmax) khong bi anh huong boi lugng thie an.. Nhimg khéc:bi¢t nay khong cé v nghia lam
sang.

Chuyén héa va dao thai

Trong mét nghién ciru vé bai tiét & nguoi (40 mg 14C-rupatadine). 34.6% hoat do pl.umg Xa
duge str dung duoce thu hdi trong nude tiéu va 60,9% trong phan duge thu thap trong 7 ngay.
Rupatadine trai qua qua trinh chuyén hoa trude toan thin dang ké khi dimg dudng udng. Luong
hoat chat khéng thay doi duoe tim thay trong nude ticu va phan 1a khong dang ké. Didu nay co
nghia la rupatadine duge chuyén hoa gan nhu hoan toan. Thong thuomg, cac chat chuyén héa co
hoat tinh desloratadine va cdc dan xuat hydroxyl hoa khac lan lugt chiém 27% va 48% trong
tong s6 1iép xtic toan than cua cac chat hoat tinh. Céc nghién ctru vé chuyén hoa in vitro ¢ cac
microsome gan ngudi chi ra ring rupatadine duge chuyén hda chu yéu boi cytochrome P450
(CYP 3A4).

Dua trén cac nghién ctru in vitro, kha nang tc ché cua rupatadine doi voi CYP1A2. CYP2B6.

CYP2C8, CYP2C19, UGT1A1 va UGT2B7 la khong thé xay ra. Rubz’tﬁdinc duge cho la khong
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e ché cac chat van chuyén sau day trong hé tuan hoan'OATP1BI1: OATPIB3 va BCRP

(protein khang ung thu vi) gan va rudt. Hon nira. mot sy te ché nhe da duge phat hién doi voi
P-gp (P-glycoprotein) trong rudt.

Mot nghién ciru vé CYP cam tmg in vitro vé nguy co cam tmg CYP1A2, CYP2B6 va CYP3A4
O gan in vivo boi rupatadine dugc coi la khong thé xay ra. Dua trén nghién cou in vivo.
rupatadine hoat dong nhu mot chat tre ché nhe CYP3A4.

Cac nhém bénh nhén riéng biét

Trong mét nghién ctru trén nhitng ngudi tinh nguyén khoe manh dé so sanh két qua & ngudi 16m
tr¢ va bénh nhan cao tuoi. gid tri AUC va Cmax cua rupatadine ¢ nguoi gia cao hon o nguoi tre.
Diéu nay ¢6 thé la do giam chuyén héa qua gan & nguoi cao tudi. Nhimg khac biét nay khong
duge quan sat thay trong cac chat chuyén héa duge phan tich. Thoi gian ban thai trung binh cua
rupatadine ¢ ngudi tinh nguyeén cao tudi va tre tudi lan luot 1a 8.7 gid va 5.9 gid. Vi nhiing két

qua nay doi vai rupatadine va cac chat chuyén hoa cua né khong ¢d ¥ nghia vé mat lam sang,

ngudi ta két luan rang khong can thiét phai diéu chinh khi su dung lidd 10 mg o ngudi cao woi.
15. QUY CACH PONG GOI: Hop 3 vi (nhém/PVDC) x 10 vién. \'f;
16. DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC: yi

-
-
=

Bao quan: Dudi 30°C, tranh anh sang. S

Han dung: 24 thang ké tir ngay san xuat.
Tiéu chuan chat luong: TCCS
17. TEN, PIA CHI CUA CO SO SAN XUAT THUOC:
Co sé sin xuat:
SQUARE PHARMACEUTICALS LTD.
Dhaka unit, Kaliakoir, Gazipur-1750. Bangladesh.



